Combined effects of dexamethasone and aminoguanidine on rats with endotoxemia.
The effects of a combination of dexamethasone (DEX, an inhibitor of inducible nitric oxide synthase (iNOS) synthesis) and aminoguanidine (AG, an inhibitor of iNOS activity) on the anesthetized rat treated with endotoxin (lipopolysaccharide, LPS) were examined. In addition, we investigated whether a complete inhibition of nitric oxide (NO) formation caused by LPS prevents the hypotension, restores the vascular hyporeactivity to normal and improves the survival rate. The combination of DEX (3 mg/kg at 30 min prior to LPS) plus AG (15 mg/kg at 2 h after LPS) inhibited the overproduction of nitrate (an indicator of NO) and prevented the development of delayed hypotension, but further enhanced tachycardia in rats treated with LPS for 6 h. In addition, the vascular hyporeactivity to norepinephrine (NE) was, however, only partially restored in endotoxemic rats treated with DEX plus AG. During the experimental period, the survival rate of LPS-rats treated with DEX plus AG was also improved when compared to that of rats treated with LPS only. The beneficial effects of the combined therapy with DEX plus AG on rats with endotoxemia, suggesting that (i) combined treatment of animals with DEX plus AG may reduce some of the detrimental effects of LPS and (ii) NO only partially contributes to the vascular hyporeactivity in endotoxic shock.